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5 

Arrowsimith,J.E.;etal.J.Med.Chem (1986)29; 1696-1702 ^pLil, -^l^^v^-l-ri 
10 ( S ) - ( - ) ^4'5^^#^>^-'[i;t^A(R) 

- (+) - ■ta^i^k.-f^^ 1000 >-^';^#^6^; 2 Young J. W.,W093/1 0779 

( S ) - ( - ) --i.a^^^0^i"'^^^>^'4t-^t.i^k>^T^X^^:>' 

^ia^7jcjit. ^^i. ®jHii^;?i ( s ) - ( - ) 

15 (+) - ^^iiis.^^:^v^^^^y^m^^'\^W^>^, 
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¥j W095/25722 -f^'J t "^^Il'^T — ^J^^ DAL- ^.^^i^M , 

r-JL^itA^M-=-f^3Sim.7^A^, ^189-c, >^^/^ii?^t^it^ 

5 i^^^'J ^ l§7 >jt6^ HM. Sepracor 6^ WO 03 / 035623 ^#'J t 4^ 

(DMAC)#A 164~166''C, 7^A^:^^'^'\t, 3.DMAC ^^^^^M 
(Guidance for Industry IMPURITffiS : RESIDUAL SOLVENTS , FDA, 
10 May 15, 2001), 4-'|ii;^, ^fit^^f^StAf^tlit^yf^. 

15 jfp(R) - (+) - ^M.i^^^^^ii^:^>i:, 

^^^2-Tm^t¥^m^]^, j^M/^^ ( s ) - ( - ) 

L- ( + ) ->g;5^ifc.6^iJuJ^, #i^>^^^^^^#Jii:# 
20 - ( - ) -A^i^^o 

>«#.ll.^-f--^L- ( + ) -m^0.^J$^M^t^ I: 0.25-0.8, 
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^i^l: 0.5. 

■f^^ 2 - rm^:^M^^M t ,J^f'^(R) - (+) - #.#.itk.-f - D - ( - ) 
;^>#;ftnA.^>fmi^:»S, ^.^^>^t^. #^'J (R) - ( + ) 

yn^M.M.^^^-^D- ( - ) -m^^^^^^i't^ 1: 0.25-0.8, 
^i^l: 0.5. 

15 itit-^'I-i^ HPLC m'K.^^^^. i^>/?I Ultron ES - OVM -f'hi 

^P^fe^fe-^^: 15cm; irti^: 1ml /min; '^'j^^iL-^: 360mn; 
;^ll7(7 0.02mol/L>f#i^lL-=-4i*l (PH7): ZjJ}fr=80: 20, 
( 50: 50, 0,2mg/ml ) 

^:iL^mMi^2--rm> >^,J^. so^c, ^ 

20 7(; ^ 4^ ^ ®(Giiidance for Industry IMPURITIES: RESIDUAL 
SOLVENTS,FDA,May 15,2001)., #'ti'J>, ST;:*>t^'J>, it^J^pf^^ 
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-m^^^i^^^^tl: 0.5, 2-rmi!fj^±^^yys)$-f^i^:^M.$^i^^ 
^L- ( + ) ->S;S^6^'fir#^*, ^i^Li^A^^'^^^]^ 50% (^^.) 

5 le^ji, j^Mj^^ ( s ) - ( - ) L- (+) -m^m,&itf} 

#5'J ( S ) - ( - ) o 

10 -m^^^it^^-^ti: 0.5, 2'rm^^±^^i^ji,'^^>M^M.M.^^ 

^D-(-) ^i^A^^ii^^'J6^ 50%('f^^>) 

k>^Ji, >^/":t(R)-(+)-#.ll.iik.-f^ D- ( - ) ->g;S^i!L6^i5ujt, 

15 ^^^'J— ( S ) - ( - ) -#.a.i^k.-f^6^^J-^ 

# 5 Jt ( 0.012mol ) 40nil 2 - t . ^^'^ 1.0 

^ ( 0.06mol ) L - (+) - 60ml 2 - TS^^>^, ^iS.^#>^>^ 1 

>^^^iH7»ii:2-T®i^, ^^mm^^z^^^^^^n, #( S ) - ( - ) 

20 -^^^-f-L- ( + ) ->i;s^^i.7^. 

^1.7;^ ( S ) - ( - ) -#,ICi<k.-f-L- ( + ) -m^^^^, ^ 
JLf it ISml, 2N 10 ml, m,¥f-^M 30 # 
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^-t;^i±^, # ( S ) - ( - ) -A^^^ 1.2^. ^>j;i)-f-'l-i^HPLC 
^■J^^^^'f^iti'llL (ee) ^ 99.0 % , 48 % . 

^^^']^ (R) - (+) - 

# 5 ( 0.012mol ) #.ILAk.-f-^-f 40ml 2 - TiB t . 1.0 
5 1, (0.06mol) D-(-) - 50ml 2 - TS^i^>^, 

^-^^^^m^wt^ 2-rm, #^/f#si^^2:.B|-t*^9^9, #(R)-(+) 

--t,ii.i«k.-f-D- (-) ->l;5^i!L 1.8^. 

^ 1.8 jL(R)-(+)-#.#.iik.^ D- ( - ) -m^^^'^, ^J^^ 
10 ll.f)^20ml, 2NiLfL'f-b#l^>^10ml, ^#>^>^30i^^, ^ 

i±^, #(R)-(+)-#,ai^k.^ 1.3 Jto ^'j;?I^'r^^HPLCi!a'J;t^^R5^ 
^l^itt^ ( ee ) 7{7 98.8 % , 52%. 
15 ^^m^ ( S ) - ( - ) -#.a^-^6<f^J4- 

^^:^y^m^^'&^—, ^L-(+)-m^M^^±^^ 0.5 Jt, 

# ( S ) - ( - ) -^ai^^O.9^, ^'J^-f-'hi^lEHPLC'^il'J^^^^ 
^^itJ:^ (ee) 7(7 98.7%. 

^^m^ ( S ) - ( - ) -^^i^^itfj^^- 
20 ^^:^>^m^^'&*l—. #L -(+)->^;5^^^'^±?iL^ 1.6^, 

# ( S ) - ( - ) 1.0^. ^'Jj^l-^'l^^fcHPLC^H'J^^^ftfe: 
't^^itt'iaL (ee) 95.2%. 

^^^^]^ ( S ) - ( - ) --i.ltiik.^fi^^J^' 
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eiJ. ^,1 


V V jAiB-M/y j^is^m ) /o 


/ O ^ / N ^ ^ kL ci> n/ 

( S ) - ( - J - Jin^iiki-T ee % 


•Ac 


n 1 

U.i 






1 


95.2 




1 


96 




5 


94.3 




3 


95.6 
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^ ^ 

5 A.^fdL ( S ) - ( - ) ( + ) ->S^^ik.6^i?ui^, 

-fm^^js, ^4^>^>^t^. #fj ( s ) - ( - ) -^.a^tk.^. 

2. ;t|L#*L^'J^^ 1 ( S ) - ( - ) -#,ILiik.^6^^'J-^:^ 

10 3. #4t*L#'J^^ 2 //fil6^ ( S ) - ( - ) -^M^i^^¥iM^^ ■ 

4. ^mMi^^ 1 ^/fi^^ ( s ) - ( - ) - ^M.3^^m^]4-^ 

^, ^#4i£A>l^'^-t.iL^'f--^ L- ( + ) ->i§;5^6^>i^^J:b^ 1: 0.25 ~ 
15 0.8. 

5. ^^^^^]^^4m^^ ( S ) - ( - ) -#.iLiik,^6^#J4-;?r 
^#4iEA>^;^-t.a^-f-^L- ( + ) -m^^ii^J$=M^t^ I: 0.5. 

6. 4BL#*L^'J^4^ 1 P)f^^ ( S ) - ( - ) --t.a.iib-^^^^'J'^^ 

20 7. — (R) - ( + ) -^M^i^^itiiM^:^'^. ^^^^A^H 

4t#.^iife.-f ^ D - ( - ) - i^^/^i^-t-;^ 2 - TS^^^^^^'J t > 
^/^^(R)-(+)-#.t,^-f-D- (-) -m^^^^yK.}^. ^MyHL 

>^>5^)^>^t^f^, #^1) (R) - ( + ) --it.li.iik.-f-. 
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— 8- 

8. ^f^m>^^^]-^^ 7 m^it^ (R) - (+) -^M.i^^m^]^'^ 

9. ^mM^]^^ s PJr^iiij (R) - (+) 

10> ^^^^\-^^7 (R) - ( + ) -JL^i^-f^d^^J^^ 

yi-,^#4i£A>^'4t-t.lLi<k.-f^-^D-( - )- m^^^J^^-^t^ 1:0.25- 
0.8. 

11. ^PL^X^'J^^ 10 ^/fi^^ (R) - ( + ) -AM^i^^^H^]^ 
10 ^J^, ^#4i£A>^^#,a^-^^ D - ( - ) -m^^it^J$=^^^t^ 1: 

0.5. 

12. ^^M]^^7 m^it^ (R) - ( + ) - 
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